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AB OBJECTIVE AND DESIGN: Interferon alpha (IFNalpha), 

which is known to directly inhibit the HIV-1 

replicative cycle and to increase the activity of cytotoxic T 
lymphocytes (CTL) , is being tested as an anti- 
HIV agent. As CTL play a major role in immune defence 
against HIV, we wanted to further characterize CTL activity and 
the effect of IFNalpha on it. METHODS: We followed by flow cytometry the 
intracellular expression of the key mediator of cytotoxicity, perforin, in 
peripheral blood T cells of patients treated with 
IFNalpha. RESULTS: We observed that the percentage of T 
cells harbouring perforin was higher in infected subjects than in 
non-infected controls. Administration of IFNalpha2b attached to 
polyethylene glycol increased this perforin expression further and reduced 
viral load (P = 0.010) . The increase in the percentage of T 
cells expressing perforin correlated with IFNalpha -induced 
decrease in viral load (r, 0.753; P = 0.003)-. In addition, the level of 
perforin expression before IFNalpha administration was inversely 
■ correlated with viral load remaining after IFNalpha administration (r, 
-0.647; P= 0.017). CONCLUSION: The pre -therapeutic percentage of 
perf orin-positive T cells might be a predictive marker 
of the virological response to IFNalpha in HIV-l-inf ected patients. 
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AB OBJECTIVE : The percentage and the activity of natural killer (NK 

) cells are known to be decreased in HIV-infected patients. However, the 

mechanisms responsible for this NK deficiency are poorly 

understood. Because of the role of NK cells in the host defence 

against microbial infections, this defect contributes to the virus-induced 

immune deficiency. The aim of the present study was to better understand 

this defect in order to be able to restore NK function in HIV 

infection. DESIGN AND METHODS: The expression of the cytolytic mediators 

perforin and granzyme A was analysed by flow cytometry, the lytic activity 

of peripheral blood NK cells of HIV-infected patients was 

analysed by cytotoxic assay, and the expression of perforin was followed 

during administration of interferon (IFN) alpha attached to polyethylene 

glycol ( PEG) - I FNalpha . RESULTS : The lytic activity and the 

expression of perforin and granzyme A was low in NK cells of 

infected individuals in comparison with normal control volunteers. In 

both groups NK cytotoxic capacity was linked to perforin 

expression. The low perforin expression in HIV-infected subjects 

negatively correlated with HIV RNA plasma level, administration of 

PEG-IFNalpha restored perforin expression even in patients whose 

viral load was not reduced by this treatment. CONCLUSIONS: These results 

suggest that HIV- induced NK deficiency could be partly mediated 

by a defect in perforin and granzyme A expression, and that PEG 

-IFNalpha could be used in infected subjects to directly improve their 

natural immunity in addition to eventually reducing their viraemia. 
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AB Use of interferon- .alpha- , e.g., pegylated 

interferon .alpha. -2a or 2b for prepn. of a medicament 

for promotion of an HIV-1 specific immune response, 



e.g., promotion of HIV-1 specific T- 

cells, in adult and pediatric patients having HIV- 

1 infections as well as patients co-infected with HIV- 

1 and HCV comprising a therapeutically effective amt . of 

pegylated interferon- . alpha - / e.g., 

pegylated interferon .alpha- -2b is disclosed. 



L7 
AN 
DN 
TI 
IN 
PA 
SO 

DT 
LA 
FAN 



PI 



7 CAPLUS 
CAPLUS 



COPYRIGHT 2 003 ACS 



ANSWER 4 OF 
2001:265599 
134 :294522 

Interferon .alpha, homologues 

Heinrichs, Volker; Chen, Teddy; Patten, Phillip A. 
Maxygen, Inc., USA 
PCT Int. Appl . , 209 pp. 
CODEN: PIXXD2 
Patent 
English 
. CNT 1 

PATENT NO. KIND DATE APPLICATION NO. 



DATE 



WO 2000-US27781 20001006 



WO 2001025438 A2 20010412 

WO 2001025438 A3 20020711 

W: AE, AG, AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ , EE, ES, FI , GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ , UA, UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ , MD, RU, TJ, TM 
RW: GH, GM, KE, LS , MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, 
CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
EP 1238082 A2 20020911 EP 2000-970665 20001006 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL 
JP 2003511031 T2 20030325 JP 2001-528590 20001006 

PRAI US 1999-415183 A 19991007 
WO 2000-US27781 W 20001006 
AB .alpha. Interferon homologues (both nucleic acids and polypeptides) are 
provided. Compns . including these interferon homolog polypeptides and 
nucleic acids, recombinant cells comprising said homolog polypeptides and 
nucleic acids, methods of making the new homologues, antibodies to the new 
homologues, and methods of using the homologues are provided. Integrated 
systems comprising the sequences of the nucleic acids or polypeptides are 
also provided. These interferon .alpha, homologues are useful for 
inhibiting tumor growth and viral replication, and are also useful for 
treating autoimmune diseases. 
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Effect of HCV viral dynamics on treatment design: Lessons learned from 
HIV. 

Bain, Vincent G. (1) 

(1) Department of Medicine, Division of Gastroenterology, University of 
Alberta, 8440 112 Street, 2E1.14 WMC, Edmonton, AB, T6G 2R7 Canada 
American Journal of Gastroenterology, (October, 2001) Vol. 96, No. 10, pp. 
2818-2828. print. 
ISSN: 0002-9270. 
Article; General Review 
English 
English 



AB Viral load measurements provide an indication of viral replication, and 
thereby serve as a valuable tool to guide the initiation of therapy and 
subsequent changes. Plasma human immunodeficiency viral load 
strongly predicts the rate of decrease in CD4+ lymphocyte count, 
and progression to AIDS and death. Furthermore, the efficacy of 
antiretroviral therapy can be assessed by monitoring changes in plasma 
human immunodeficiency viral load. Similarly, viral load 

provides valuable information about the natural history of the hepatitis C 
virus infection. Hepatitis C viral load can be used to predict the 
likelihood of response to standard inter feron-alpha 
treatment and other interf eron-alpha regimens and to 

monitor treatment efficacy. Increased understanding of the natural history 
of the hepatitis C virus infection and the nature of resistance to 
interferon-alpha therapy suggests that effective 
treatment regimens must maintain serum levels of interferon- 
alpha. Ideally, interferon-alpha serum levels 

should provide constant pressure on the virus and should prevent viral 
rebound, thereby avoiding continued viral replication and minimizing the 
potential for emergence of resistant quasi-species . Current regimens 
designed to address these points include early aggressive intervention, 
combination drug regimens, prolonged maintenance, and novel interferons. 
By enabling the design and rapid assessment of new treatment regimens, 
viral load measurement will revolutionize the clinical management of the 
hepatitis C virus infection, as it has the HIV . 
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TI Early control of HIV replication in primary HIV-1 infection treated with 
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LA English 
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AB I FN alpha has both antiviral and immunostimulating properties. The 
ANRS086 Primoferon A Study evaluated in 12 patients with primary HIV 
infection the tolerance and efficacy of an early and transient 
administration of pegylated I FN alpha, in addition to highly 
active antiretroviral therapy. Tolerance was good, and this regimen 
allowed the early control of HIV replication and rapid decay of the viral 
reservoir. These results support the initiation of comparative studies 
with pegylated INF alpha in primary 
HIV infection. 
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AB Though AIDS-related morbidity and mortality are generally decreasing as a 

result of highly active antiretroviral 

therapy (HAART) and prevention of opportunistic 

infections, dual infection with HCV and HIV leads to an acceleration in 
the natural course of chronic hepatitis C (cHC) and worsening of 
associated liver disease and complications. Mortality from co-morbid HCV 
infection within this population is increasing and has become a major 
challenge in the management of HIV-related complications. As treatment 
strategies to fight cHC have been essentially ameliorated within the 
recent two years in using pegylated interf eron-alfa2b ( 
Peg-IFN-alfa2b) combined with ribavirin, t here is hope that the 
successful therapeutic outcomes in HCV-mono- infected individuals may be 
partly translated into benefits for the dif f icult-to-treat patients with 
HCV-HIV co-infection. A number of issues arise when beginning HCV 
treatment during HAART, as for instance possible interactions 
with antiretroviral therapies, increased risk of special side effects, and 
a compromise in adherence due to the addition of new medication in 
patients already taking several drugs. On the other hand there is also 
the chance that Peg-IFN-alfa2b fights HIV as well as HCV. First 
data of pre-load therapy with Peg-IFN-alfa2b in treatment-na ve 
HIV-positive individuals before the initiation of HAART have 
also been presented during the 8th European Conference on Clinical Aspects 
and Treatment of HIV Infection (8th ECCATH), October 2001 in Athens. 
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AB Methods for the treatment of treatment -naive as well as 

treatment -experienced adult and pediatric patients with HIV-1 infections 
as well as patients co-infected with HIV-1 and HCV involving 
administration of a therapeutically effective amt . of pegylated 
interf eron-alfa, e.g., pegylated interferon alfa-2b as 

monotherapy or preferably in assocn. with a therapeutically effective amt. 
of at least one of ribavirin, IL-2, IL-12, pentafuside alone or in 
combination with a therapeutically effective amt. of an anti-HIV-1 drug 
therapy, e.g., HAART are disclosed. 
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OS MARPAT 133:329566 

AB The invention discloses the use of a PEGylated 

interferon- -alpha, and a CCR5 antagonist, further in 

assocn. with at least one of ribavirin, IL-2, IL-12, pentafuside alone 
in combination with an anti-HIV-1 drug therapy, e.g., 
HAART (highly active antiretroviral 

therapy) , for prepn. of a medicament for the treatment of 
HIV-1 infections as well as HIV-1 

infections and HCV co-infections in treatment -naive as well as 
treatment -experienced adult and pediatric patients. 



or 
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AB The uses of pegylated interf eron-alfa, alone, and in assocn. 

with an ant i -HIV- 1 drug therapy, and ribavirin for the prepn. of a 
medicament for treating treatment -naive as well as treatment-experienced 
adult and pediatric patients having HIV-1 infections as well as patients 
co- infected with HIV-1 and hepatitis C virus (HCV) involving comprising a 
therapeutically effective amt . of pegylated interf eron-alfa, 
e.g., pegylated interferon alfa-2b as monotherapy or preferably 
in assocn. with a therapeutically effective amt. of at least one of 
ribavirin, IL-2, IL-12, pentafuside alone or in combination with a 
therapeutically effective amt. of an anti-HIV-1 drug therapy, e.g., 
HAART are disclosed. 
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TI Early response to combination therapy with low-dose pegylated 
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AB Background: Response to conventional interferon-alpha 

has been poor in HIV patients (pts) with chronic hepatitis C 
(hepC) . We evaluate the safety and efficacy of Peg-IFN and 
ribavirin (RBV) combined therapy in the treatment of chronic hepC in pts 
coinfected with HIV. Methods: Open, prospective, ongoing study. 
Pts included had coinfection with HCV and HIV, persistently 
elevated ALT levels, and a liver biopsy showing either portal or bridging 
fibrosis. Therapy include Peg-IFN-alpha 2b (50 meg weekly) in 
combination with RBV (800 mg b.i.d) during 12 months. Primary endpoint is 
sustained virological response (no detectable HCV RNA by PCR) 6 months 
after end of therapy. Results: 35 pts were included. Baseline 
characteristics: median HIV RNA levels and CD4 count were 1.7 
log and 544 cells/mm3. 32 pts were on antiretroviral (ARV) therapy 
(AZT:11; d4T:21 pts) . Median ALT and AST values were 83 and 61, 
respectively, and median HCV RNA was 9X105 IU/mL (7X104-8X106) . Most 
frequent genotypes include la (8) , lb (10) , 2a (2) , and 3a (11) . Fibrosis 
score was 1,8 (1-3). Evaluation at 24 weeks (n=18 pts). 6 (33.3%) patients 
are HCV RNA negative, and 10 (55%) patients have normalized transaminases 
levels. Response at 3rd month predicted response at 6th month (66% vs 8%, 
p=0,02). Toxic side effects were: influenza-like-illness (88%), tiredness 
(82%) , local inflammatory reaction (28%) , headache (20%) , citopenies 
(17%) , depression (14%) . Treatment had to be discontinued in 5 pts (14%) . 
No apparent interaction in toxicity or efficacy has been observed in pts 
who are on HAART- Median CD4 count has declined to 347 cells/mm3 
(264-595) . HIV RNA has been maintained or decreased in all the 
pts. Conclusions: Low dose Peg-IFN-alpha in combination with RBV 
is safe in HIV pts with chronic hepC, including those who 
receive ARV drugs. A poor response (33%) has been observed at week 24. 



This result suggests the need of use of higher doses in these pts. 
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AB Background: It has been suggested that the new formulation of 
alpha- interferon, the pegylated alpha 

-interferon, recently introduced for the treatment of chronic 
hepatitis C, may have a clinically significant antiretroviral activity. 
Methods: Prospective, open clinical trial of therapy of chronic hepatitis 
C in HIV-infected subjects with a combination of low-dose 
pegylated interferon (50 micrograms once weekly) and ribavirin 
(800 mg/d) . HIV RNA was measured at months 1, 3 and 6. Results: 
Among 35 patients included in the study, 23 had HIV RNA <50 
copies/mL and 12 had detectable HIV RNA. All the patients with 
undetectable viral load were on highly active 
antiretroviral therapy (HAART) and none 

developed virological rebound during the 6 months of therapy with 

pegylated interferon. Among the patients with detectable viral 

load, 3 were naive for antiretroviral therapy and 9, who had developed 

virological failure, were on stable therapy. The median CD4 in the 12 

patients was 551 cells/mm3 (350-729) and the median HIV RNA was 

3 log copies/mL (1.8-3.6). 75% of patients, after one month of treatment 

with pegylated interferon and ribavirin, had a median viral load 

decreased of 0.6 log (0.1 to 1.2) . In the third month of treatment, the 

decrease of median viral load had remained of 0.5 log. Two-thirds of the 

patients had a sustained response through the period of treatment, without 

modifications of their antiretroviral therapy. Conclusions: Therapy for 

chronic hepatitis C with a combination of pegylated interferon 

and ribavirin may help control HIV viremia both in naive and 

pretreated subject. Future clinical trials should define the role of 

pegylated interferon in the treatment of HIV infection. 
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AB The treatment of coinfection with the hepatitis C virus (HCV) in 
HIV- infected patients was rarely discussed before the era of the 
HIV protease inhibitors, since the response to monotherapy with 
interferon alpha (iNF-alpha) was 

poor, with a mean prognosis of the HIV disease estimated at 

around ten years. In the present context, monitoring is reconsidered. The 

HIV-associated immunosuppression may be responsible for a false 

negativity of some serologic tests for HCV. The HIV-HCV 

coinfection increases the risk of maternof oetal transmission of HCV. 

Studies evaluating the influence of the HIV coinfection on the 

natural history of the HCV infection show its deleterious role. The immune 

restoration obtained with the highly active 

antiretroviral therapies is not linked with a decrease 

of the HCV vital load. The HIV-HCV coinfection is responsible 

for a threefold increase of the risk of elevation of seric transaminases 

when an antiretroviral treatment is given. The immune restoration obtained 

with an antiretroviral treatment may reveal the HCV infection and favor a 

rapid aggravation of hepatic histology and evolution toward cirrhosis. 

HCV-associated complications may become a major factor of morbidity and 

mortality, leading to the need for an anti -hepatitis C treatment in 

HIV-infected patients. The combination of INF. 

alpha, and ribavirin seems to be the best treatment. Its efficacy 
and tolerability must be evaluated in HIV-infected patients. 
Drug interactions are likely to occur, and INF. alpha-, 
like ribavirin, may favor CD4 lymphopenia. A new form of INF. 
alpha, with a prolonged half -life (PEG- INF . 

alpha.) seems to be promising. (C) 2000 Editions scient if iques et 
medicales Elsevier SAS . 
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AB Kaposi sarcoma (KS) is the most common tumor arising in HIV 

-infected patients and is an AIDS-def ining illness by the 
Centers for Disease Control guidelines. The clinical course of 
AIDS-related KS is highly variable, ranging from minimal stable 
disease to explosive growth. Recent advances in the elucidation of the 
pathogenesis of KS are uncovering many potential targets for KS therapies. 
Such targets include the processes of angiogenesis and cellular 
differentiation, sex hormones, and the KS herpesvirus /human herpesvirus -8 . 
With the increasing recognition that effective ant i retroviral regimens are 
associated with both a decreased proportion of new AIDS-def ining 
KS cases and a regression in the size of existing KS lesions, most, if not 
all, KS patients should be advised to take antiretroviral drugs that will 
maximally decrease HIV-1 viral load. Five agents are 

currently approved by the Food and Drug Administration for the treatment 
of KS: alitretinoin gel for topical administration; and liposomal 
daunorubicin, liposomal doxorubicin, paclitaxel, and interferon- 
alpha for systemic administration. Many more agents, particularly 
angiogenesis inhibitors, are in early clinical development. The potential 
interaction between anti-KS agents and antiretroviral agents needs to be 
kept in mind. Virtually all patients with KS can derive benefit from the 
many approved and investigational agents developed through years of 
collaborative translational and clinical research. Curr Opin Oncol 2000. 
12:445-449 (C) 2000 Lippincott Williams & Wilkins, Inc. 
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